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DETAILED ACTION 

Applicant should note that the Examiner assigned to this application has 
changed. The Examiner currently assigned to this application is Eric Silverman, 
PhD, whose phone number can be found near the end of this Office Action. 

Receipt of the following documents is hereby acknowledged: Applicant's 
response to Examiner's Election/Restriction Requirement, filed 6/14/2005, and 
Authorization to Act in a Representative Capacity, filed 7/14/2005. 

In Applicant's response to Examiner's Election/Restriction Requirement, 
Applicant elected with to prosecute the invention of Group I, claims 1 - 28, and further 
elected fibrin as the material that composes the biopolymer or biomembrane. Applicant 
did not argue the error in the restriction of Group V from Groups I - IV. Therefore, the 
restriction is deemed to be without traverse with respect to Group V. Applicant also did 
not argue the error in restricting Groups I and II from Groups III and IV. Thus, with 
respect to the restriction of Groups I and II from Groups III and IV, the election is also 
deemed to be without traverse. Applicant also did not traverse the requirement to elect 
a single species for the biomaterial, which forms the membrane. Applicant did traverse 
the restriction between Group I and Group II, and the restriction between Group III and 
Group IV. This traverse is addressed below. 

Response to Arguments 

Upon consideration, Group I and II have been rejoined by the examiner. 

Applicant's arguments that Group III should be examined with Group IV are not 
pertinent at this time, since Applicant did not elect either of these groups. Nonetheless, 
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Applicant's arguments were fully considered, and found to be unpersuasive. Both 
groups are drawn to membranes with different chemical compositions, one requires 
thrombin and one does not. Simply because two groups are in the same class and 
subclass does not necessarily mean that the search for both will coextend. In this case, 
since the composition of the groups may be the different, the search for both 
compositions will not coextend, and therefore the search of both in one application 
would constitute a burden on the Office. As such, restriction for examination purposes 
is proper. Claims 1 - 31 are pending in this action. Claims 32 - 72 are withdrawn from 
consideration as drawn to non-elected inventions. 

Claim Rejections - 35 USC § 103 
The following is a quotation of 35 U.S.C. 103(a) which forms the basis for all 
obviousness rejections set forth in this Office action: 

(a) A patent may not be obtained though the invention is not identically disclosed or described as set 
forth in section 1 02 of this title, if the differences between the subject matter sought to be patented and 
the prior art are such that the subject matter as a whole would have been obvious at the time the 
invention was made to a person having ordinary skill in the art to which said subject matter pertains. 
Patentability shall not be negatived by the manner in which the invention was made. 

Claims 1 - 9, 15, and 17 - 26, and 29 - 31 are rejected under 35 U.S.C. 103(a) 
as being unpatentable over Delmotte et al., US 5,989,215. 

Applicability of US 5,989,215 as Prior Art 

It is recognized that Applicant is claiming benefit of parent applications Serial 
Number 09/566372 (now US 6,599,515 B1), however there is no support in this 
application for the limitations a thickness less than about 75 microns, a solvent 
concentration less than about 5% by weight of the membrane, a radius of curvature of 
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less than about 5 centimeters, or a maximum pore size of about 20 microns recited in 
claim 1 of instant Application. Applicant is also claiming benefit of parent application 
9386198 (now US 6,461 ,325 B1). However, there is no support in parent Application for 
recited limitation curvature of less than about 5 centimeters recited in instant claim 1 . It 
is also recognized that Applicant is claiming benefit of parent Application 08679658 
(now US 5,989,215). However, there is no support in parent Application for recited 
limitation curvature of less than 5 centimeters recited in instant claim 1 . 

As such, instant Application is not afforded benefit of the parent Applications, and 
the filing date of instant application is 10/20/2001, and US Patent 5,989,215 is therefore 
a competent prior art reference. See In re Scheiber 192 USPQ 782. 

Reason for Rejection of Instant Claims 
US 5,989,215 (hereafter '215) teaches a fibrin membrane composed 
mainly of fibrinogen, thrombin, factor XIII and calcium (column 5, lines 14- 16). '215 
specifically envisages a film with two or more layers wherein one is the barrier 
membrane and one layer is another, rigid fibrin layer that provides rigidity to the 
structure (column 6, lines 28 - 34), or in a "sandwich" structure with two fibrin layers, 
one of which is a membrane and one of which is a biomaterial (example 8). The pore 
size of the membrane barrier is below 20 microns, below 5 microns and below about 1 
micron (column 6, lines 5 - 8), and where the thickness of the barrier is between 20 and 
2000 microns (column 6, lines 35 - 40). The fibrin that forms the membrane and the 
polymer is taught to be composed mainly of fibrinogen, thrombin, factor XIII and calcium 
(column 5, lines 14-16). The inventors also specifically propose that the material can 
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be obtained by combining fibrinogen and thrombin and then activating them to form 
cross linked fibrin (column 7, lines 55 - 65). Thus, the taught thrombin is deemed to be 
activable, as recited in claims 21 - 22. The thrombin is further taught to be prepared 
from plasma (column 7, lines 29 - 31), and is therefore deemed to be natural, as recited 
in claims 19-21. '215 also specifically suggests the use of t-PA, streptokinase, and 
other firbinolytic agents (column 7, lines 15 - 18) in order to control the rate of 
degradation of the membrane in the body. Since the materials are taught and 
demonstrated for use in a living subject (examples 5 -8), a person of ordinary skill in the 
art would understand that it must be sterile. 215 teaches a method of making this 
product by applying two liquid solutions to the body part to be treated, which then react 
to form the product (see examples 1 - 8). 215 also suggests using the layers of the 
product taught by '215 that are not the membrane layers as a drug delivery system. 

The only element that is not expressly taught or specifically suggested by instant 
reference is a radius of curvature or less than 5 centimeters. However, it would be 
prime facie obvious to a person of ordinary skill in the art at the time of the invention to 
make the product of instant claims with this radius of curvature. The disclosed use of 
the product is to aid in wound healing by forming a barrier to prevent adhesions, for 
example between tissue layers, in the body of a subject. Thus, the artisan, when 
making the product, would make it in the correct shape to correspond to the shape of 
the body part that was being treated by use of the product. If the shape of the body part 
to be treated was substantially flat, or had a radius of curvature of less than 5 
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centimeters, then the artisan would find it obvious to make the product to fit this 
specification. Since the product is taught to be able to be made from liquid solutions 
that react to form the product, the liquid solutions could be applied directly to the body 
part to be treated, and then the product would form in the correct shape. Therefore, it 
would be well within the skill of the artisan, in following the teachings of the prior art, to 
make the product with any desired radius of curvature, and the person of ordinary skill 
in the art would have a reasonable expectation of success at such manipulations. 

Claims 27 - 28 are rejected under 35 U.S.C. 103(a) as being unpatentable 
over US 5,989,215 as applied to claims 1 - 9, 15, 17 - 26 and 29 - 31 above, and 
further in view of Sierra et al., of record. 

The teachings of '215 are discussed above. '215 does not teach pore sizes of 
about 0.1 microns or about 0.01 microns. 

Sierra teaches that the pore sizes of fibrinous materials can be controlled by the 
artisan. Sierra further teaches that altering the pore sizes will change the mechanical 
properties of the product. 

Thus, it would be prime facie obvious to the person of ordinary skill in the art to 
make the product '215 with pore sizes of about 0.1 microns or about 0.01 microns. The 
motivation to do so is to adjust the mechanical properties to obtain maximum benefit. 
Because Sierra teaches that such manipulations are within the skill of the art, the 
artisan would have a reasonable expectation of success. 
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Claims 10 and 11 are rejected under 35 U.S.C. 103(a) as being 
unpatentable over US 5,989,215 as applied to claims 1 - 9, 15, 17 - 26 and 29 - 31 
above, and further in view of US 4,344,190 (hereafter '190). 

The teachings of '215 are discussed above. '215 does not teach the use of a 
glycerol, dimethyl sulfoxide, or trehalose. 

'190 teaches a fibrin product with glycerin. '190 further teaches that glycerin acts 
as a plasticizer for fibrin (colum 2, lines 46 - 48). 

Thus, it would be prime facie obvious to a person of ordinary skill in the art at the 
time of the invention to add glycerin to the product of '215, thus obtaining the product of 
instant claims. The motivation would be to improve the mechanical properties of the 
fibrinous product of instant claims. This is an inherent teaching of '215, since adding a 
plasticizer is well known in the art to be a method of imparting on a product desirable 
mechanical properties. 

Claim 14 is rejected under 35 U.S.C. 103(a) as being unpatentable over US 
5,989,215 as applied to claims 1 - 9, 15, 17 - 26 and 29 - 31 above, and further in view 
Red I et al, of record. 

The teachings of '215 are discussed above. 

Redl teaches the use of fibrin film in a drug delivery system with an antibiotic, 
and that the combination of the two provides both the sealing effect of the film and the 
therapeutic activity of the antibiotic. Furthermore, Redl shows that the fibrin seal is not 
adversely affected by the addition of the antibiotic. 
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Thus, it would be prime facie obvious to a person of ordinary skill in the art at the 
time of the invention to use an antibiotic in the product of '215. Addition of a drug is 
expressly suggested by '215, and Redl further motivates this by showing that antibiotics 
can have therapeutic activity in the presence of fibrin. The expected result of this 
combination would be a fibrin product with antibiotic activity. The artisan would have a 
reasonable expectation of success at such manipulations, since Redl shows that 
antibiotics do not adversely affect the properties of the fibrin film. 

Claim 12 is rejected under 35 U.S.C. 103(a) as being unpatentable over US 
5,989,215 as applied to claims 1 - 9, 15, 17 - 26 and 29 - 31 above, and further in view 
of US 3,919,414 (hereafter '414). 

The teachings of '215 are discussed above. 

'215 does not teach the use of a radioactive marker, specifically a radioactive 
iodine isotope. 

'414 teaches the use of a radioactive isotope of iodine along with fibrin, and the 
use of said combination as a component in an assay to determine the effectiveness of 
agents that accelerate the lysis of blood clots (Examples 1-4). '414 further teaches 
that the making of this combination is well known in the art. 

Thus, it would be prime facie obvious to a person of ordinary skill in the art at the 
time of the invention to use radioactive iodine with the product of '215. The motivation 
to do so comes from '414, which teaches that the use of a radioactive iodine isotope 
with fibrin films imparts a new utility on the films, namely the use as a diagnostic agent. 
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Since such is taught to be well known in the art, the skilled artisan would have a 
reasonable expectation of success at these manipulations. 

Claim 13 is rejected under 35 U.S.C. 103(a) as being unpatentable over US 
5,989,215 as applied to claims 1 - 9, 15, 17 - 26 and 29 - 31 above, and further in view 
of US 5,674,488 (hereafter '488). 

The teachings of '215 are discussed below. '21 5 does not teach the use of 
satins or stanols. 

'488 teaches that fibrin clots are linked with heart attacks (column 3, lines 34 - 
40). '488 also teaches that statins can be administered to lower the risk of a heart 
attack (column 4, lines 25 - 27, note that the named drugs are statins). 

Thus, it would be prime facie obvious to a person of ordinary skill in the art at the 
time of the invention to include a statin with the product of '215. '215 expressly 
suggests using the product as a drug delivery device. Since fibrin clots are linked to 
heart attacks, it would be obvious to a person of ordinary skill in the art to include a drug 
that would serve to counteract this effect along with a fibrinous wound-healing product, 
and statins are examples of such drugs. Since it was specifically contemplated that the 
product of '21 5 would act as a drug delivery device, a person of ordinary skill in the art 
would have a reasonable expectation of success at such manipulations. 

Claim 16 is rejected under 35 U.S.C. 103(a) as being unpatentable over US 
5,989,215 as applied to claims 1 - 9, 15, 17 - 26 and 29 - 31 above, and further in view 
of US 5,585007 (hereafter '007). 

The teachings of '215 are discussed above. 
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'215 does not teach the use of the compounds mentioned in instant claim. 

'007 teaches that it is aprotinin is typically added to the fibrinogen component of 
fibrin films used for wound healing, and that such is useful for wound healing (column 
22, lines 11-17). 

Thus, it would be prime facie obvious to a person of ordinary skill in the art at the 
time of the invention to add aprotinin to the composition of '215, thus making the 
claimed invention as a whole obvious over the prior art. The motivation for doing so is 
taught by '007, which teaches that this is a common practice in the art that is generally 
preformed by the skilled artisan in order to obtain specific benefits, namely increased 
wound healing benefits. Since this is taught to be a common practice in the art, the 
artisan would have a reasonable expectation of success. 

Conclusion 

The prior art made of record and not relied upon is considered pertinent to 
applicant's disclosure. WO/25838 has similar content as US 5,989,215, and could have 
been relied on for rejections of some of the claims of instant application. 

No claims are free of the prior art. No claims are allowed. 

Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to Eric E. Silverman, PhD whose telephone number is 571 
272 5549. The examiner can normally be reached on Monday to Friday 9:00am to 5:30 
pm. 
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If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Thurman K. Page can be reached on 571 272 0602. The fax phone number 
for the organization where this application or proceeding is assigned is 571-273-8300. 

Information regarding the status of an application may be obtained from the 
Patent Application Information Retrieval (PAIR) system. Status information for 
published applications may be obtained from either Private PAIR or Public PAIR. 
Status information for unpublished applications is available through Private PAIR only. 
For more information about the PAIR system, see http://pair-direct.uspto.gov. Should 
you have questions on access to the Private PAIR system, contact the Electronic 
BusinessJ^nter (EBC) at 866-217-9197 (toll-free). 




Eric Silverman, PhD 
Art Unit 1615 



